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Qaims 



1. 



A method of preparing a compound according to formula (I): 




I 

A 



CO 



5 wherein 

A is a carbonyl group -(C=0)-; 

B is selected firom llie group consisting of an oxadiazole ring, an amido group of the 
formulae— (C=0>NR3ltfo and-(CH2)n-X-i5:«; 

wherein the oxadiazole ring is any of the formulae: 



Ri is H or a Ci-Ce-alkyI; i 

R2 is selected from the group consisting of aryl^ heteroaryl and saturated or 
unsaturated 3-8-membered cycloaUQr]* 

R3 and lU are independently selected from the group consisting of hydrogen, Q-Ce 
15 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, alkoxy, suU^yl, acyl, alkoxycarbonyl, 

aminocarbonyl, saturated or unsaturated 3-8-membered cycloalkyl which may contain 
1 to 3 heteroatoms selected of N, O, S, aryl, heteroacyl, Ci-Ce-alkyI aryl and Ci-Ce- 
alkyl heteroaryl; 




2 




10 



(Xb) 
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XisOorNRp; 

is selected firom the group ccaisistuag of hydiogeao, Ci-Ce-alkyl, Ci-Ce-alkyl aryl, 
heteroaryl, Ci-Ce-alkyl heteroaiyl, C2-C6-alkeayl, Ca-Ce-alkenyl aryl, Ca-Ce-alfcenyl 
heteroaiyl, C2-C6-alkynyl, C2-C6-alkynyl aryl, Ca-Cs-alkynyl heteroaiyl, Cs-Cs- 

5 cycloalkyU heterocycloalkyL, Ci-Ce-alkyl cycloalkyl, Ci -Ce-alkyl heterocycloallsyl, 
Ci-C6-alkyl carboxy, acyl, Ci-Ce-alkyI acyl, Ci-Ce-alkyl acyloxy, Ci-Ce-alkyI alkoxy, 
alkoxycarbonyl, Ci-Ce-aUcyl alkoxycarbonyl, aminocarbonyl, Ci-Ce-alkyl 
aminocarboayl, Ci-Ce-alkyl acylamino, Ci-Ce-allcyl ureido, amino, Ci-Ce-alkyl 
amino, sulfonyloxy, Ci-Ce-alkyl sulfonyloxy, sulfonyl, Ci-Ce-alkyl sulfonyl, sulfinyl, 

10 Ci-Ce-alkyl sulfmyl, Ci-Ce-alkyl sulfanyl and Ci-Ce-alkyl sulfonylamino; 

JRy is selected firom the group consisting of hydrogen, sulfonyl, amino, Cj-Ce-alkyl, 
Cz-Ce-alkenyU C2-C6-aIkynyl, wherein said alkyl, alkenyl, aUiynyl chains are 
optionally interrupted by a heteroatom selected fiom N, O or S, aiyl, heteroaiyl, 
saturated or unsaturated S-S-motnbered cycloaDcyl, heterocycloalkyl, wherein said 

15 cycloalkyl, heterocycloalkyl, aryl or heteroaryl groups are optionally fased with 1-2 
further cycloalkyl, heterocycloalkyl, aryl or heteroaryl group, an acyl moiety, Ci-Ce- 
alkyl aryL, Ci-Ce-alkyl heteroaiyl, Ci-Ce-alkenyl aryl, Ci-Ce-alkenyl heteroaryl, Ci- 
Ce-alkynyl aryl, Ci-Ce-allQ^yl heteroaiyl, Ci-Ce-alkyI cycloalkyl, Ci-Ce-alkyI 
heterocycloalkyl, Ci-Ce-alkenyl cycloalkyl, Ci-Ce-alkenyl heterocycloalkyl, Ci-Ce- 

20 alkynyl cycloalkyl, Ci-Ce-aJkynyl heterocycloalkyl, alkoxycarbonyl, aminocarbonyl , 
Ci-Ce-allQrl carboxy, Ci-Ce-alkyI acyl, Ci-Ce-alkyI acyloxy, Ci-Ce-aUqd alkoxy, Ci- 
C^^alkyl alkoxy-carbonyl, Ci-Ce-alkyl aminocarbonyl, Ci-Ce-alkyI acylaminupj Ci-Cgr 
alkyl ureido, Ci-Ce-alkyl amino, Ci-Ce-alkyl ammonium, Ci-Ce-alkyI sulfonyloxy, 
Ci-Ce-alkyI sulfonyl, Ci-Ce-alkyI sulfinyl, Ci-Ce-alkyI sulfanyl, Ci-Ce-allQ^l 

25 sulfonylamino, Ci-Ce-alkyI aminosulfonyl, hydroxy, halogen and cyano; 

R9 is selected from the group consisting of hydrogen, Ci-Ce-alkyl, Ci-Ce-alkyl aryl, 
Ci-Ce-alkyl heteroaryl, aiyl and heteroaryl; 

Rs mdR9canfonntogether with the N atom to which they are linked to, a 5-8 
membered saturated or unsaturated heterocycloalkyl ring; and 
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n is an integer firom 1 to 3; 

said method cQmpiises the following steps : 

Step 1 : transformation of the pyrroKdine of formula (II) into an acyl derivative of 
formula (IV) using an acylating agent (HI) : 



HO, 
H 

era) 

CO) (TV) 

step 2 : Oxidation of ^e acyl derivative (TV), with a oxidizing agent, obtaining a 
pyrrolidone of fimnula (V) : 



HO 



^^^^^COOH ^ ^^^COOH 

c=o c=*o 

(TV) (V) 



Steps : Transformation of the pynoUdone of formula (V) into compound (VH) using 
a suitable alkoxylamine, aiyloxylamine or hydroxylamine of general fomiula (VI) : 

^^"^COOH + R,ONH2 ^ ^^^^COOH 

r ™ r 

(V) (VU) 

step 4 : Transfbrmalion of the compound (VII) with an amine of general formula 
15 , (Vni) or an N-hydroxyamidine of general formula (DC) thus jdeldiag compounds (la) 
and (Tb), or transforming compound (VTI) first into a nitrile (Vila), which is then 
transformed into the hydroxyamidinc (VHb) that is then reacted with a carboxylic acid 
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R^-COOH to yield compound (Ic), or first estertfying and than reducing compound 
(Vn) using a suitable esterification or reducing agent, respectively, thus yielding 
compound (Id): 



COOH 



c=o 

I 

(VD) 

\ 

esterificatlonV 
reduction >^ 



9=o 




c=o 



NR4R3 
b 



R,0-N 



9=0 



Ob) 



R,0-N 



(VHa) 



9=0 



ON 



RjO-N 
N II 



NH, 



OH 

R. 

(Vllb) 



R7-COOH 



R, 



N 

c=o 

R, 



5 
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2. The tnethod of preparing a compound according to formula (T) according to 
claim 1: 




5 wherein 

A is a carbonyl group -(C=0)-; 

B is either an amido group of formula -<C=0)-NR3R4 or an oxadiazole ring of 
any of the formulae: 

CXa) (Xb) 

10 Rt is selected fix)m the group consisting of hydrogen, sulfonyl, amino, Ci-Ce- 

alkyl, C2-C6-alkenyl, C2-C6-aIkynyl, wherein said alkyl, alkenyl, alkynyl chains 
are optionally interrupt^ hy a heteroatom selected from N, O or S, aryl, 
heteroaryl, saturated or unsaturated 3-8-membered cycloalkyl, heterocycloalkyl, 
wherein said cycloalkyl, heterocycloalkyl^ aryl or heteroaryl groups are 

13 optionally fused with 1 -2 fiirthcr cycloaUcyl, hctcrocycloalkyl, aryl or heteroaryl 

gror^, an acyl moiety, Ci-Ce-alkyl aryl, Ci-Ce-alkyl heteroaryl, Ci-Ce-alkenyl 
aryl, Ci-Ce-alkenyl hefeeroaiyl, Ci-Ce-alkynyl aryl, Ci-Ce-alkynyl heteroaryl, Ci- 
Ce-alkyl cycloalkyl, Ci-Ce-alkyl heterocycloalkyl, Ci-Ce-alkenyl cycloallsy], Ci- 
Cs-aUcenyl heterocycloalkyl, Ci-C6-alkynyl cycloalkyl, Ci-Ce-alkynyl 

20 heterocycloalkyl, aUcoxycarbonyl, aminocarbonyl , Ci-Ce-alkyl carboxy, Ci-Ce- 

all^l acyl, Ci-Ce-alkyl acyloxy, Ci-Ce-alkyl alkoxy, Ci-Ce-alkyl alkoxy- 
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carbonyl, Ci-Ce-alkyl aminocarbonyl, Ci-Ce-alkyl acyiamino, Ci-Ce-alkyl 
ureido, Ci-Q-alkyl amino, Ci-Ca-alkyl ammomum, Ci-Ce-alkyl sulfonyloxy, Ci- 
C6-alkyl sulfonyl, Ci-Ce-alkyl sulfinyl, Ci-Ce-alkyl sulfanyl, Ci-C^-alkyl 
sulfonylamino, Ci-Cg-alkyl aininosulfoiiyl, hydroxy, halogen and cyano; 

5 Ri is H or a Ci-Ce-alkyi; 

R2 is selected fix>m the group consisting of aryL, heteroaryl and saturated or 
unsaturated 3-8-membered cycloalky]; 

R3 and R4 are independently selected iSrom the group consisting of hydrogen, Ci- 
Ce alkyl, C2-C6 alkenyl, C2-C6 allsynyl, alkoxy, suU^yL, acyL, alkoxycarbonyl, 
10 aminocarbonyl, saturated or unsaturated 3-8-membered cycloalkyl which may 

contain 1 to 3 heteroatoms selected of N, O, S, aryi, heteroaryl, Ci-Cs-alkyl aryl 
and Ci-Ce-alkyl heteroaryl; 

said method comprises the :followmg steps : 

Step 1 : transforroation of the pyrrolidine of formula (II) into an acyl derivative 
15 of formula (IV) using an acylating agent (UJ) : 



COOH 



(n) OV) 

Step 2 : Oxidation of the ac^l derivative (IV), with a oxidizing agent, obtaining a 
pyrrolidone of formula (V) : 



20 
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HO. 



OV) 



COOH 



c=o 



COOH 



CV) 



Step 3 : Traasfoamation of the pycrolidone of formula (V) into compound (VH) 
using a suitable alkoT^lamine, aiyloxylamine or hydroxylamine of general 
formula (VT) : 

•COOH ^. RjONa, '^xt'^cooh 

(VI) 



c=o 



c=o 

I 

R, 



(V) 



(VU) 



10 



Step 4 : Transfomiation of the compound (VIl) widi an amine of general 
formula (VXEI) or an K-hydroxyamidine of general formula (IX) thus yielding 
compounds Qa) and (Eb), or transforming compound (VII) first into a nitrile 
(VHa), which is then transformed into the hydroxyamidine (Vllb) that is then 
reacted with a carboxyHc acid R^-COOH to yield compound (Ic). : 

R,o-K^ 



R,0-N 



t3-, 



N 

c=o 

Ra 

(VD) 



COOH 




9=o 



6 
(la) 



R,0-N 



c=o 

R> 



Ob) 



(Vna) (!.=o 

I 

R. 



R,0-N 



HO-NH2 



r <^ OH 
R» 

(YHb) 



R,0-N 



R7-COOH 



Rt 



c=o 

R, 
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3. The method according to claim 1 or 2, wherein the acyl chloride of step 1 is 
l'l-biphenyl-4-carbonyl chloride or 2'-methyl-l'l-l3iphenyl-4-carbonyl 



5 4. The method according to any of claims 1 to 3, wherein the oxidizing agent of 



5. The metiiod according to any of claims 2 to 4, wherein the reaction is 
perfonned in presence of trielhylaxnine. 

6. The method according to any of claims 1 to 5, wherein Hie alkoxylamine used 



7. The method according to any of claims 1 to 6, wherein Ri is a methyl group, R2 
is abiphenyl. 

8. The method according to any of claims 1 to 7, wherein B is an amido group of 
the :formula — (G=0)NHR5, with R5 being an Ci-Ce-alkyl atyl group. 

15 9. The method according to claim 8, wherein Rs is a phenylethyl group, which is 
substituted with an amino or hydro>!y group. 

10. The method according to any of claims 1 to 7, wherein B is a 1,2,4 oxadtazole 
substituent 



chloride. 



Step 2 is pyridine-sulfurtrioxide complex (Py-SOs) in combination with DMSO. 



10 



in step 3 is O-methylhydroxylamine hydrochloride. 




2 




(Xa) 



(Xb) 



20 



with R7 being a Ci-Ce-alkyI or a cycloalkyl optionally containing one or 2 
hetereroatoms. 



11. 



The method according to any of claims 1 , 3, 4, or 6 to 7, wherein B is — (CH2)n- 
X-Rg, with X being O, Rg being hydrogen; and n being 1 . 
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12. The method according to any of claims 1 to 1 1, wherein the compound is 
selected firom the groi^ consisting of: 

and 425-J\r-[(25)-2-hydro3^-2-phenylethyl]-4-(melhoxy^^ 
methyl[l,l'-bipheayl]-4-yl)carboriyl]-2-pycrolidine carboxamide, 

5 (3^,55)-l-ai,l'-biphenyl]-4-yIcarbonyl)-5-[3<2-hydroxye&^^ 
oxadiazol-5-yl]-3-p3axolidinane O-meHiyloxime, 

(3Z,5iS)-lK[l,l-biphenyl]-4-ylcarbonyI)-5-[3-(2-hydroxyethyl)-l,2,4- 
oxadia2:ol-5-yl]-3-pyrrolidinone'0-methyloxime, 

(3^,55)-5-[3-(2-hydroxyethyl)- 1 ,2,4-oxadiazol-5-yl]- 1 -[(2'-methyIbiphenyl-4- 
10 yl)carbonyl]pyrroltdin-3-one O-methyloxime, 

(3Z,55)-5-[3-(2-hydroxyethyl)- 1 ,2,4-oxadiazol-5-yl]-l -[(2 '-methylbiphenyl-^ 
yl)carbonyl]pyiToHdin-3-one O-methyloxime, 

(3jE:Z,5S>l-([l,l'43iphenyl]-4-ylcarbonyl)-5-{5-[(di^ 
1 ,2,4-oxadiazol-3-yl}-3 -pyrrolidinone O-methyloximc, 

15 (3Z,5iS5-l-([l,l'45iphenyl]-4-ylcarbonyI)-5-{5-[(dimethylamino)-methyl^^ 
oxadiazol-3-yl}-3-pyrrolidinon6 O-metiiyloxime, 

(3jE,5iS)-l<[lJ'-biphenyl]-^-ylcarbonyl)-5-{5-[(dimethylamino)-met^^^ 
oxadiazol-3-yl}-3 -pyrrolidinone O-methyloxime, 

(3jEZ,55)-5-{5-[(dimethylanmio)methyl]-l,2,4«oxadiazol-3-yl}-l-[(2'- 
20 metibylbiphenyl-4-yl)carbonyl]-pyrrolidin-3-one Omethyloxime, 

(3Z,55)-5-{5-[(dimethylairiino)methyl]-l,2,4-oxadiazol-3-yi}-l-[(2'-. 
methylbiphenyl-4-yl)carbonyl]-pyrrolidin-3-one Omethyloxime, 

(3E,55)- 5-{5-[(dimethylamino)me£hyl]-l ,2,4-oxadiazol-3-yl}-l -[(2'- 
methylbiphenyl-4-yl)carbonyl]-pyrrolidin-3-one O-methyloxime, and 
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(3Z/E, 5S)-l-(biphenyl-4-yl carbonyl)-5-liydroxymediyl) pyrrolidine-S-one-O- 
methyloxime. 



